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Lessons Learned in Applying the U.S. EPA Proposed Cancer 
Guidelines to Specific Compounds 
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An expert panel was convened to evaluate the U.S. Environ¬ 
mental Protection Agency’s “Proposed Guidelines for Carcinogen 
Risk Assessment" through their application to data sets for chlo¬ 
roform fC i 1C1,) and diehloroacetic acid (DCA). The panel also 
commented on perceived strengths and limitations encountered in 
applying the guidelines to these specific compounds. This iarter 
aspect of the panel’s activities is the focus of this perspective. The 
panel was very enthusiastic about the evolution of these proposed 
guidelines, which represent a major step forward from earlier EPA 
guidance on cancer-risk assessment. These netv guidelines provide 
the latitude to consider diverse scientific dara and allow consider¬ 
able flexibility in dose-response assessments, depending on the 
chemical's mode of action. They serve as a very useful template for 
incorporating state-of-the-art science inco carcinogen risk assess¬ 
ments. In addition, the new guidelines promote harmonization of 
methodologies for cancer- and noncancer-risk assessments. While 
new guidance on the qualitative decisions ensuing from the deter¬ 
mination of mode of action is relatively straightforward, the de¬ 
scription of the quantitative implementation of various risk-assess¬ 
ment options requires additional development. Specific areas 
needing clarification include: (1) the decision criteria for judging 
the adequacy of the weight of evidence for any particular mode of 
action; (2) the role of mode of action in guiding development of 
toxicokinetic, biologically based or case-specific models; (3) the 
manner in which mode of accion and other technical consider¬ 
ations provide guidance on margin-of-exposure calculations; (4) 
the relative roles of the risk manager versus the risk assessor in 
evaluating the margin of exposure; and (5 ) die influence of mode 
of action in harmonizing cancer and noncancer risk assessment 
methodologies. These points are elaborated as recommendations 
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for improvements to any revisions. In general, the incorporation of 
examples of quantitative assessments for specific chemicals would 
strengthen tiie guidelines. Clearly, any revisions should retain the 
emphasis present in these draft guidelines on flexibility in the use 
of scientific information with individual compounds, while simul¬ 
taneously improving the description of the processes by which 
these mode-of-action data are organized and interpreted. 
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In April 1996, the U.S. Environmental Protection Agency 
(EPA) published a set of “Proposed Guidelines for Carcinogen 
Risk Assessment” (U.S. EPA, 1996), the first revision since the 
original guidelines in 1986 (U.S. EPA, 1986). The proposed 
guidelines were developed as part of an interoffice program by 
a technical panel of the Risk Assessment Forum within EPA’s 
Office of Research and Development. The proposed guidelines 
take into consideration the complexities of the carcinogenic 
process and the rapid pace of ongoing research in carcinogen¬ 
esis. They acknowledge that insights gained from this research 
should be used to make mote scientifically based assessments 
of the carcinogenic potential of chemical and physical agents 
with an emphasis on using mode-of-action information to 
project dose-response relationships. Although it is important 
that these guidelines remain general and flexible, it is antici¬ 
pated that supplemental technical guidance documents will be 
developed when necessary. Following publication of the pro¬ 
posed guidelines in the Federal Register in April 1996, EPA 
requested public comments. The agency also expressed interest 
in developing chemical-specific case studies to illustrate and 
assess the strengths and limitations of the proposed guidance. 
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